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TheMAILINGDATEotthiscommunicati n appears on the c v eTsTeet vith the correspond nceaaoress- 

Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 

earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

I )□ Responsive to communication(s) filed on . 

2a)D This action is FINAL. 2b)H This action is non-final. 

Disposition of Claims 

4) D Claim(s) 2-9 and 28-39 is/are pending in the application. 
4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) D Claim(s) 2-9. 28-39 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

I I )□ The proposed drawing correction filed on is: a)Q approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)QAII b)Q Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2 □ Certified copies of the priority documents have been received in Application No. . 

3 □ Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional applicat.cn). 

a) □ The translation of the foreign language provisional application has been received. 

1 5) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 1 20 and/or 121 . 
Attachment(s) 

„ . , DTn flQ ~ 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

1 ) H Notice of References Cted PTO-892) ^ ^ (pTQ . 152) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) <*i uj 

3) E Information Disclosure Statement(s) (PTO-1449) Paper No{s) 3 . 6) U Other. . ^ 
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DETAILED ACTION 

h AfterreviewandreconsiderationthefmalityoftheOff^ 

withdrawn. 

2. Claim 28 has been amended. Claims 2-9 and 28-39 are under consideration. 

in a prior Office Action. 

4 Claim 9 is objected to under 37 CFR 1.75 as being a substantia, duplicate of claim 29. 

cover the same thing, despite a slight deference in wording, it is proper after allowmg one clatm 

toobject to theotherasbeingasubstantialduplicateofthe allowed claim. See MPEP 

§ 706.03(k).Thereis no difference i„ the scope ofc.aim 9 and claim 29, thus the clatms are 

substantial duplicates. 

5 Claims 2-9 and 28-39 are rejected under 35 U.S.C. 112, second paragraph, as being 

applicant regards as the invention. 

(A) Claims 28 and 31 recite "stringent conditions". The specification states on page 13, 
hneslMSthat-stringentconditions-refertohybridizationandwashingcondiuonswhrch 

thoseofordinary skill in theart refer to as "stringent". However, this statement does not 
s tt ingencyonpagel3,linesl6-19*at is expressly noted as being "without limitat™ . Thus 

regard to the nucleic acids which hybridizes to a nucleic acid which encodes leptincannot be 

determined. . 

(B) Claims 2-8 recite method objectives but fail to either link said objeefves to the 
ra cthodstepsofclaims upon which theydepend, or provide active method steps to hnk the 
method objectives to the method of the claim upon which they depend. 
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,, ,„f Cancer 1996 Vol 65, pp. 186-191) in view of Tanakaetal 
Clark et al (International Journal of Cancer, 1W voi. m,w . 

Cancer Res, 1996, Vol. 37, page A375)aad. » 
ClatmaSisdrawninparttoamethod for treating or inhibiting tumors ,„ mamma, 

malignancy, wherein ^owm factor-dependent tumors are inhtbited, wherem h 

memodofclaim 28 for inhibrting basal and insulin-induced tumor cell prohferation for *e 
treatm entofhumanbreastcancer, Cairns 9 and 29 embody the method of clatm 2Swherem 

said active agent is leptin. 

Carketa.teachthatbreastcancercelllineswereinhibitedbycontactmgwththe 

associationofShcwithGrb2(abst^^ 

the treatment of breast cancer. - + ur r K? 
TanakaetalteachthatadovvnstreameffectorofmS-lsignalingismteractionw.thG^ 

(p a g el4614, S econdco.umn,Hnesl6.19).Tanakaetal,each«hatGrb2b i nds»oa 
co.umn,lines23-25). Tanakaetal teach that cellular transformation induced by IRS-1 
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(following sentence). 

The abstract of Stevenson et a! teaches that Grb2 complexed w.th mSos or Grb2 

GTP/G DPexchan g eandtha«acomponentof^^^^ 

signaling proteinsof growth factor receptors is important (last sentence). 

Cohen et al teach that leptin downregulates the insulin-dependent tyrosme 
phosphorylationofIRS-l( H gure2)and further that leptin attenuates the association of Grb2 

with IRS-1 (figure 3). 

Kwouldhavebeenpnma/ad* obvious to one of ordinary skill in the art at thettme the 

cancer One of ordinary skill m the art would have been motivated to do so with a reasonable 
expectation of success by the teachings of Tanakaetal on, he correlation between KS-1 

sugg estionofStevcnsonet al on the importance of inhrbiting downstream signaling from ^owth 

tumorigeneisinvivobyTanak, Further, leptin is an endogenous non-toxic protem whrch codd 

association between Grb2 and IRS-1. . 

7 Claims2-9 28, 29, 34 and 35 arc rejected under 3 5 U.S.C. 103(a) as being unpatentable 
over Clark ^^^l^^^V^^m^^^ 
(J ouma 1 ofBiologicalChe m istry,June,4, 1 996,Vol. 24, pp. 14610-14616) and Cohen eta, 

(Science ,996, Vol. 274, pp. 1185-1188) and the abstract of Stevenson et al (Proc AnnuMeet 
AmAssocCanccrRes, 1996,Vol.37,pageA375)asapp.iedtoclaims2-9,28and29above 
and further in view of Carter et al (U.S. Paten. Application 2002193571, priority to January 7 
,997) The specific embodiments of claims 2-9 , 28 and 29 and the teachings of Clark e. al and 
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Tanaka et al and the abstract of Stevenson et al and Cohen et al and the abstract of Stevenson et 
a, W hieh render obvious said claims are recited above. Claim 34 is drawn to the method of c.arm 
28 in par. wherein said active agent is a fusion protein comprising leptin. Claim 35 embote the 
method of claim 34 wherein the active agent is a leptin fusion protein. 

Carter et al teach a fusion protein, termed an immunoadhesin, comprising the OB protein 
and the Fc domain of ar, antibody [0237], The OB protein is synonymous with leptin. Carter et 

[0264-0265]. . 

It would have been prima facie obvious to one of ordinary skill in the art at the Ume the 
claimed invention was made to substitute the leptin immunoadhesin for leptin in the method 
rendered obvious by the combination ofClarketal and Tanakaet aland the abstractor 
Stevenson et aland Cohen et aland the abstract of Stevenson etal. One of ordinary till m the 
art wouldhavebeen motivated to do so with a reasonable expectation ofsuccess by the teaehmgs 
of Carter et al on the increased half life conferred on leptin by fusion with the Fc domam of an 
antibody. Oneofskill in the art would be motivated to increase the in vivo half lifemorder to 
sustain the dose of leptin in vivo. 

8 Claims 2-8 and 28, 30-34, and 36-39 rejected under 35 U.S.C. 112, first paragraph, as 
failing to complywith the written description requirement. The claim(s) contains subject matter 
which was not described inthe specification in suehawayasto reasonably convey to one sblled 
in the relevant art that the inventor(s), a, thetime the application was filed, had possession of the 
claimedinventio, the instant claims are drawn to methods reliant upon the identity of genus of 
leptin muteinshavingthe ability to Mock cell proliferation or having a sequence encoded by a 
nucleicacid sequence which hybridizes to the sequence which encodes leptin and wheremsaul 
hybridizing sequence has the ability to block cell proliferation , and fragments of leptin and sa,d 
leptinmutcinswhichhavetheabilitytoblockcellproliferation. When given the broadest 
reasonable mterpretation, the attribute of blocking cell proliferation is not limited to the 
decreased binding of TRS-l to Grb2, which is the mechanistic basis for the ability of leptm to 
block cell proliferation and inhibit tumor growth (page 8, lines 5-9),. Further, there is no length 
Hmitation for the fragment, thus, any fragments of leptin and any protein variants which mteracts 
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with other receptors or proteins to elicit inhibition of cell proliferation are within the scope of 
the claims. It is reasonable to conclude that the genus of proteins encompassed by the claims are 
highly variant because the claims are not limited with regard to the mechanism by which the 
variants or fragments decrease cell proliferation. The cell comprises numerous receptors and 
signaling pathways any of which can be subject to inhibition resulting in inhibition of growth, 
thus the disclosure of leptin does not adequately describe the claimed genus represented by all 
the potential polypeptides included within the scope of the claims. A disclosure that does not 
adequately describe a product itself cannot adequately describe a method of using that product. 
Therefore, claims 2-8, 28, 30-34 and 36-39 lack adequate written description. 

9. The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. The abstract of Sastry et al (International Journal of Cancer, 1997 Jan 17, Vol. 70, 
No. 2, pp. 208-213); the abstract of Janes et al (Oncogene, 1994 Dec, Vol. 9, No. 12, pp. 3601- 
3608); the abstract of Fiddes et al (Cell Growth and Differentiation, 1995, Vol. 6, No. 12, pp. 
1567-1577); and the abstract of Ito et al (Molecular and Cellular Biology, 1996, Vol. 16, No. 3, 
pp. 943-951). 

10. All other rejections and objections as set forth in Paper No. 17 are withdrawn. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen Canella whose telephone number is (703) 308-8362. The 
examiner can normally be reached on Monday through Friday from 8:30 am to 6:00 pm. A 
message may be left on the examiner's voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Anthony Caputa, can be reached on (703) 
308-3995 Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the Group receptionist whose telephone number is (703) 
308-0196. A 

Karen A. Canella, Ph.D. TECvw— 
Patent Examiner, Group 1642 
10/19/03 



